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Via Mad Delivery 

February 7,200O 

Dockers Mana~~mm IZranch 
Food wd Drug Adminiatr&on 
5630 Fishers T,we 
Roam iOGS 
Rockvilltz, Muyl+nd 208112 

Dear Sir or Mulam: 

Pfixer Inc. hcrcby submits TJX attached cc~cnts OII the cfraf~ gkdance medc available 
by tie Food and Drug Adm ini.stra!ion on Dcccmber 8, 1399, camzming cew dmg spplicn~ians 
cwered by scclion 505(b)(Z) ofrhc Fcdrra1 Food, Drug, and Cosnxtic Act. 
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b%Zcr submils lhesc commcnls to the Food and Drug Admi&t&on’s (FDA) draft guidance on 

new drug qplica:ions (NDAs) covered by section 505(b)(2) of rhe Food. Drug, and Cosmelic 

Ad (lltc Act) (rhc drawl Guklancc Docum~~;)’ Piker objccLv LO those parrs of the draft Guiilance 

Documenr rhar asscti FDA’s au@mrity to approve new drug npplications rhet rely on a prior 

Agency finding of s;lfecy and ctlicacy. bar the masuns ret foti bclou, Pfizer rcqucsls that FDA 

withdraw arrd r&sue s)le drad Guidmce Docum~;l tcr lnakc clear thar the Agency will 11ot 

approve under secdo:a SOS(b)(;Z> of chc Fcdntll Food Drug ‘Kurd Cosmetic ACL 2 new drug 

applicaticn (NDA) that relies on a prior finding cfsafery wd cllicacy. ‘70 chc cxlerv rhat the 

d,rUl C?uidivnce Document reflects FDA’s @erpreratlon o;l’ 21 C,F.K. $ 314.54, Pfizer also 

requests that FDA iniGare rulemaking !U modiQ &at reg:uIaticn in a similar ma.cmcr. 

Yfucr’s objections arc as fulIww. l:icsI, reliance on, or rhc &eurhorizcd t~?ie cf, an innowtor’s 

safety and cli’icwy dab to approve a compctiror’s NI>A is not supponeci by any roasonablc 

construcrion olchc Acr, and conBicrs wilh o&q statutory protections rclatint: ro tie USC cf 

proprietary dara.’ 

Second, Ihe Acr dnes I~OT. pcrmi[ Lk! Agency LO apply a less rigorous safety yrd efficacy StzUhrd 

10 a 505(b)(2) Kppplicarion ttin co e 505(h)(l) applicdian. 

I Guidance for hdusby: Appkatior.s Covered by Swtion SOS(h)(2), Dr& Guidmcc, Food and 
Drug Adminiskarion, Center liar Drug Evaluatiun and Rcwurch (CDER), Q&ber 1999. 

2 See e.g., (8 U.S.C. iOO.5 {Trader Secrets AC!); 21 U.S.C. 33 l(j) (~VDCA prohibition agaiwr 
FT)A disclosure of trade secret infomatiol$ 

2 

FEB 07 2000 14:56 
PFIGE. 03 



FROM MORGAN, LEW IS - DC (IJON) 02. 07' 00 15:17/K 15:16/NO. 3560581293 ? 4 

Third, ihe reiiance by FDA or w qplicant on the Agency’s prior fading of the &cry md 

CfkUCy ro a~rovc i( 5115(b)(2) application CODSCifUkS m unconslitulional taking and, thus, is 

wlhwful. 

Aacordingiy, FDA may not implemcnr the draft tiuid,urcc ~ocumanc or rely on 21 C.F.R. 

i 314.54 tn approve an npplicatian lhal is hxwcl on a prior fincling of safety anJ eficocy kr an 

innawtor’s drug pro&m: urxkr scclmn 505(b)(2) of rhe Act and must require such applica!jons co 

be supponed by Lhe mnc scope sf data neccsswy IO suppon 3 505(b)(l) application 

In FDA’S drnft Ciuidancc Documenr, rhc Agency hss sraccd ~hac it will accept and npprove 

505(b)(2) applicalions for new cfru~~ producls rhvt rely on “the Agency’s finding of safety and 

effcchme5s for an apprcwxl drug, 4hour regard !o a right to rely on such delo.“’ See 

Cujdance Docum+ at 2. In essence, thcrcforc, the Agency inrends UJ rely on rhc xnwthorizcd 

USC of an innovator’s proprielary aHd ccnmercially valL&le salcty wri eficacy dab EO approve 

another compauy’6: drug producl under section 505(b)(2) oflhc Act.‘ A proper conskuclian of 

sccrion 505(b)(3, conristent with the Htmh-Waxnun ~mcndrne~t~, tile legislative hisrory of lhc 

Act, ud orher sralulory protections for hire propct mci legal use of propricrary safety and 

cilkcLi=mss data,’ however, do not support FD4’s expmion ufsecticra 505(b)(2) lo approve 

qplicarions rhat rely on die use of an innwstor’s propricmry dara wi’J~our ihe irmo~azos’s 

3 P fker notes that FDA’s rccmdy micularcd pojicy is circ fin;1 formal dechmtion by FDA of 
rhe Agcncy’r intention to permit a 505(b)(2) app1icar.t fo r&ly primarily on a prior finding of 
safky and efk~ivcnesv b~scd on rhe ~ntrichorizcd am of an imovakw’s Clara. & 21 C.F.R. 
$ 3 1 d.S4(a)( l)(iii) (no Starelncnl lhnt F’UA inknds 16 allow !ho unauthorized use of prior 
finding of satcry end cficacy). IL addiCon, evw if Lhe FDA’S akor~s were authorized by the 

ACC, the Agmcy may not issue su& a sukanrive chsngc in policy in a Gui&ncc DOCUW~T, 
but must issue it ti6 a Nkmaking subject LO noricc MCI comment. 

4 See Guidance Document, DT 2 ruing char I.& Agency will .rccept: 
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The ktalch-W;uman Amcndmenls tided section SOs(jb)(2) to the Act ro codify FDA’s “pa;ler 

N DA” policy which penitted an applic;anc IO submit published litcrllure XI support the sa$xy 

and effbcy of a duplicwe of a dmg pruciuct tsar was fiisr approved for zmrketing t&q z<)G2.” 

?hq provision, t!wrc~orc, wa.. iorendcd lo ~rIla w zn epplickuxr to substitulc liltrarure to SatiS@ tie 

“full reports” rcqwmxnrs of scclion SC5 (b)(l) oTthe Act. See K.R. 98-857, Part 1, 98th Gong. -*. 

2d. Sess. 36 mp-hIed in 1984 tJ.S. Cnde Gong. Admin. News 2647. 264Y (staling rhar “undu- 

rhc: Paper TVDA pr~~cdurc, the generic manuf;rcrurer may submit scienrilic reports. insrcad of 

clinical trials. to suppon findings ocssfety and clk~cy.“). In facr, the Agency irsclf lx 

reca@bzd chal the Act clots rlol dulhorize tic ~~pppl-~al 0fXG(b)(2) ~pppkitti~~~~ ba.~ed OR ~n 

jnnmmr’s safety nnd effecrivencss ckm. zec, 54 , Kzy. 28872,28892 (.r+ 10, isgg) 

(Agwcy recognition al&c ~~ilrsre of the h*ab&W2~1nan &mmlmenn TO dircztly mbjress r11c 

appropriate mechanism for obtaining apprwal of a significanL product change that rquiren ihe 

rovicw alclrnicnl investigations and, tlrercfooro, is ineligible Ibr qproval under Lhe 505(j) 

Ahhreviatcd NLW Drug Application ("ANDA") mcchunism.); see aiw 54 E. &, ae 29875 

(July 10, 1989) (recognizing that chc tmn “paper NDA,” as ik luas usr=d when Congress pumd 

rhc Hticfi-Waxman nmendments, urns defineli and undcrs~~od to cnconzp;Lss nnIy applirxrrions 

hr dtiplicasc copks ortirugs first approved afkr 1962 llral met rhe “fi111 rq~orrs rqujrcrne~~t~” of 

scctbn 505(;l>( I) ol’&he ncl rhrough published reports in rhc medical literature establishing rhe 

&~g’s safcxy alxl effectiveness). Accordingly, FDA’S proposed approval ofthis broad catqory 

of SOS(b)(Z) appiicationr exceeds kc Agency’s starutory authority and, thus, is unlawkl. 

a 505 (b)(2) application fits a change in a thug when approval of th,e application relies on 
the A&%cy’S previous Czading ofwfety and/or cffec(iveness for a drug. This mechanism, 
which is embodied in Y regulation , , . , essentially makes the Apncy’s co~~clusions that 
wwld supgort the approval trfa 505 (j) applicaticn avai!akk to an applican! who 
develops a modification of a drugs. 

5 See e.&, I.8 USC. 5 L905,21 USC. § 33 t(j). 
G The policy was limited In topics of drug prbducls (or closely relnled forms) ma&em! after 

1962 and offered Tar the same indicarinns. 
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If C<pr.gress had intended for the Agency to npprove applicarions under section 505(b)(2) of tJ?e 

~CZ as suggr~~ed in [he draft Guldancr Documcnr, Congresr would havt included cxprzss 

h~guagc in that section, similar lo lhe lanpagc iwhdec! in section 505Q) ofrhe Acl, whick 

dIows an apphnr to show tiar an unq~prctvzd drug pmclucc is tic same a5 a piaviously 

approved drug product [“a listed drug product“) and, &US, expressly auchcriLe.s the Agency LO 

approve the gcncric drug basti on a finding of sai’cry Ed efficacy of an innoYar.or’s producr. See - 

21 U.S.C. 355(j). Nothing in, ihe Act, how~v~, suggests that Congress intended KO allow ruch 

approvals under se&on 5CS(b)(2). To allow rhc blurring of rhcsc gyro djflerent nxx:haksms 1s k~ 

undermine the statutory frarnmvork oirhc ACL and rhc dciitcr& differcnccs which Congreyu 

expressly inlwded for drug ~ppmv&. 

FDA’s propcd co rely on prior frldins of safety and sfficky wouId also viahe the Act 

because il would allow the Agm~y to approve drus products Ihut differ si~~Ii~mrIy from a 

lisld drug prodxr bu1 that da not include !he same scope of safety and efficacy dara required for 

S05(b)(l) nppiications. Specifically, FDA’s dratt Guidance L)ocumcnr nlk~ws the Agency fo 

approw drugs That differ signifitan:ly tion: a Jisld drug under r&on 5&S@)(2) of rhe Aabased 

on: (I) darer on which lwirhrr [he qq~lmnr nor Tie WA has the ngh~ tn rely; or oltcmarively (2) 

inccunplete daub nor consisring of %ll reporrs.” Reliance on mco;nplek data woulcf result in a 

less ngorous showing uf safety and &cctiveness unlicr wction 505(b)(Z) than that required of 

applications thar are submitted umkr sechon 505(b)(l) of the Au. See c.e;l draft Guidanw 

Dncument at 8 (rtaling that the Agwrry will accept 505(l1)(2) appIiearions for drug producta Lhet 

i-m different frem x listed dry& drat +cly on rhe Agency’s prior finding of safety and 

ofikivencss uf Lhe listed drug and less than completa snrditi:s of safmy ancb effecrivcness 

(“bridging studies”) lo ‘provide u adqunce basis Tw re13aocc upon [such 31 finding”). 
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Even the Agency has recognized that the scope of eviderrcc dcmonslraring safety and efficacy are 

the same under section 505(h)(2). &, G,&:, 21 C.E’.R 3 f4.50(6)(2). (S), (6) (requiring regorr~ of 

nonclinical pharmacoi’ogicaJ and tkicological studres, clitical data, end srarisrical. data for both 

SOS(b)(l) and (b)(2) applic;rlirlrrs); see 54 E. a. 28872, 2857.5, 28892 [July 10, 1989) (noting 

tht applicariorls ~1x11 meet fhc dcscrip~ion in sccrion 505(h)(2) of the ACT arc subject ro rhc same 

prnvision~ Chart govern a ful! NDA). Secrioc 505(b) reqkcs bcth 505(b)(l) ;zi~.I SOS(b)(Z) 

applicarions to inc!cdc: “6~11 reporrs ofinvertigattions which have been made TO show whether or 

not s;zch drug is sak for use and whether such drig is effecrix in use” as drscribeC in scctian 

505(b){ l)(,A). Congress rccogni;lpd tit some of the crirkai data IO support safety and effkacy 

may be found in sludjea not conducrcd hy or for rhe applicmt. Scctim 5~S(t)(t) rijlows an 

~J@hflC t0 W)Y 0~1 such srudicu if they arc in the public domain s, ‘-published reports.” 21 

U.S.C 355(b)(I), (g)(2). Nothing ir. the statute indicates th,ti Co~~gre~s inLend& to Icssan the 

safety and dicwy shoving for a SQS(bj(2) applicerion. 

Moreover, Conye~s made c1ca.r th;dl ukere it did inl~~:nd to ajlow rcli;Klce on ~A’s prior 

findings of yufety ~nci efficacy ruch a4 oncicc sr?ction 505(j), it mtended IO allow such drug,s lo 

dill’cr only in iimircd way.u from rhc liscecl product. Under section SOS(j), these specific lim& 

include waiatio1~8 in mule absdrninisudion, dosage fornl. rtre~gth, or where one of the active 

ingredients difkrs from rhost in tk listed drug 3ar is also a combinalion drug. without having ‘10 

regenerate full reports of safety anci alTicwy. g.- H.R. j<ep. 9 -857, Part 1, 98th Congress, 

2d Sess. 36, rqwfnrd iv 1314 U.S. Code. Corg. Admin. News 2656 (&.ttir,g that an applksnc 

rnay pclilion for approval ofu drug product thar varies from the !igted drq in route ol 

adminislration, dosage form, rrtren& or wJ¶qe one of tile zLcdve ingrcdimlLq diffe:s iron7 those in 

a likred drug that is also a combitlaliun drug, md rhnl “the.se are rhc only clraD,ges that u-e 

To the Went, therefore, what the Agc.?cy relies on tic drdfl &dance Documct!? and 21 

C.F.R. 3i4,54 IO approve 505(b)(2) applications ror drug pnxiucts thar Include olhcr m,ore 
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Finally, the AgcnCy’s pmposed uaauthuriqed USC oT;u, innovator’s dais is unsuppcfied by the 

shluce and Icgislulive history, is funrfamenraIly ~&air lo rcscarch-based conranks, and 

canstituies an unconstilulional hakng. lhder tJx Pllzh knendmenr of ~iv United SIrrles 

Conrtiiutinn, fhe govcrnnwnt may not appropriate another’s property tirhuur jusr conzpwsation. 

10 ils drafi Guidance Duw~)cnx, I;owcvor, HIA has smlcd rRat it wiI1 allow m z.pplicanc to rely 

withabr uuthorination or; tin inncvator’s propeny in dlrcct contraveotion of rhese constitutional 

prolectjons. 

The inbercnr property tight in safely x.4 efficacy dAL;1 &at is submitted LS pwt of 3n MIA ha 

been historically rccognixd by rhe Ccuts. Congress, and Lhe Agency, 7hc CWUTIS, for cwmple, 

hiwc norecl char safcry dala is property anJ Lhus, proccctad hy the Fifth Amendment. See 

Kuckbhaut; v. Monsanto Co, 467 U.S. 986 (!984) (recog&ing the inhercnl propetty rig.M of 

safery data confain~ in applications for regisuariclr, ofpesticides to q~rovc generic topics 01~ 

previously approved pcsricider under the Fe&r4 Imecticidc, Fqjcidc, and RoJenricidc OCR 

C‘FIFRA”); gee .~lso Tri-Bio Lbboramti.cs, .$c. v. United Stales, 836 h;,2d 235 (3d. Cir. 1987), c_-m 

C:W AMed, 484 U.S. 8 18 (19W) (recognizing rhut approval of a generic animal drug based PCI an 

ituuwator’s ANAUA is B Taking of the innomcor’s riyhu in the dara.). In addiriorr, Congress also 

has aclcnwledgcd the in&rent properry rigb~s irr such, inlbrrmt~ion in several sta!ures, including 

the Trade Smrers &I, (18 tJ.S.C. DOS) and al 21 U.K. 331(j). 

7 
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Moreovt~, the &,CCMZ~ IISU re~ogrli~cd the inherent and protected rights in su& i&m&ion, See 

cd, 21 C.F.R. 314.56 (g) (ImA rccog’krion ofrhc i&went property right of clinical and orhcr 

ADA data as trade SMXEL and, cks, recogkzirlg it as proiecced From public 

disscmindian/di%closurc by ryuiring arr applicatian that corrririns “zz refcrcnee LO intbmafion 

submitted to the agmcy by a pemorr other than the applicant . . , to coc~ai~~ L wrimn sriiremenr 

th?C zutlwrises the refzrmce ;~xi that is signed by &c pcrson who submjkd he ~ommf~on.“); 

33 hi. Reg. 44G35 (Dec. 24, 1974) (racognidng uadc sccre~ sletus of safely and cfktiveness -. - 

data in an NDA as P proopcfiy righl and the righr to charge a comperiror for rekrence to dlar data 

iftlx compericor wishes to obtain approval oFa generic copy of the producr); see also 46 Fe(f. Me - 

&, 27396 (May 10, I98 1) (“the FKWI Memoranciurn”) (sracing rhal ‘ho d&a in UI TWA cm be 

utilircd co suppod ar;tpllw N9A withoul c;xpress permission of the original NDA holder” snd 

thus, s;Mbrg Ihur for ‘Ld’duplicak WAS for alrcndy approved post [ 19]G2 drugs, he Agency will 

ac~cpt published reports LS the main su~ptn~ing docgrnej?kcion for snlkky md cS.ctiveness.” ), 

As such, the Agency may not impjemenr or rely on thhe dealt Guidance Docunwz~c or SOS(b)@) 

fcgulhm co the EXLC~L 0~ ir would pcrmie FDA to rely on P finding ol: sarely arrd efiicxy of an 

imowtor’s drug product without authorjza:io,, and ikeby illegally appropriate the commercial 

vdue of rha.r dates. 

IV. Cosclusiom 

The Act is CIW khat r;Dh cswc require tic same scope acid quaiiry of evidence of safety wd 

cffkcy for a drug epproval under 505(b)(2) as rhat rquired mder 505(b)(l). Nmhing ill Ihe Act 

allows FDA lo shcn circuio rh~r mquiremem by ilkgaIly relying on dara and prior tidings of 

sakcy and efficacy which ir has no right to divuIgL: IT reference. For the foregoing reams, 

Lhcrelixc, ;md to avoid engaging funher in iUcga.l and improper a&m that wi!l significmtIy 

d~erst~y aff’c resemh-based ccnlpernies, the FDA should vvirhdraw and& reissue the 

505(b)(2) daft Guidance DOCWMIL and shocld not apply 21 C.F.R. 93 14.54 to aptwe NDAs 

tiaf rely without authorization on propricrary dara. 
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